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inhibitors such as beta adrenergic blocking agents combined with antiplatelets such as 
aspirin." Presuming that the Office simply misspoke its statement that beta adrenergic 
blockers are examples of vasopeptidase inhibitors and that the Office meant to state 
that Powell et al. teach vasopeptidase inhibitors combined with beta adrenergic 
blocking agents and antiplatelet agents, Applicants respectfully traverse. 

An accidental or unwitting duplication of an invention cannot constitute an 
anticipation. In re Felton , 484 F.2d 495. 179 USPQ 295 (CCPA 1973); citing Tilahman 
v. Proctor, 102 U.S. 707 (1880) and Eibel Process Co. v. Minnesota and Ontario Paper 
Ca, 261 U.S. 45 (1923). In light of the following arguments and evidence, Powell et al. 
disclosure is an unwitting duplication of Applicants' invention. 

Vasopeptidase inhibitor and omapatrilat, as taught by Powell et al., in 
combination with a beta-adrenergic blocking agent would result in a dosage unit that 
inherently has added risk for an individual with cardiovascular disease. The use of 
vasopeptidase inhibitors increases the risk of angioedema. Angioedema is 
characterized by swelling of the tissues such as the skin and the gastrointestinal and 
respiratory tracts. Involvement of the ain/vay with swelling causing closure can be life 
threatening. Angioedema relates to allergic conditions in which the adrenergic 
pathways are impaired. Treatments include adrenergic stimulatory agents such as 
epinepherine. In fact, the ACE inhibitor Zestril (See PDR 2001, page 656; attached as 
Exhibit 1) carries the waming ". . . angioedema associated with laryngeal edema may 
be fatal. Where there is involvement of the tongue, glottis or larynx likely to cause 
ainway obstruction, appropriate therapy, e.g. subcutaneous epinepherine solution 
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1:1000 (0.30 ml to 0.5 ml) and/or measures necessary to ensure a patient airway 
should be promptly provided." 

Other studies have ascertained this added risk. Experience with the 
vasopeptidase inhibitor, omapatrilat, is reported by A. Coates in Omapatrilat - the story 
of Overture and Octave . International Joumal of Cardiology, November 2002, 86(1 ):1. 
(See Exhibit 2). Significantly more cases of angioedema were seen with Omapatrilat 
than with enalapril. Overall death rates were similar and all adverse events were 
similar. The rates of angioedema were much higher in blacks and for smokers. In 
summary, Coates states that "we were left with a drug that was, for heart failure, not 
superior to an ACE inhibitor already off patent, and, as an anti-hypertensive, with an 
angioedema rate more than double that of an ACE inhibitor in a large head to head 
comparison." 

In another study, a clinical perspective and reassessment of the mechanisms for 
angioedema caused by other inhibitors of the renin-angiotensin system was considered 
by A.G. Chiu, E.J. Krowiak and Z.E. Deeb in Anoioedema associated with anoiotensin II 
receptor antaconists: challenging our knowiedoe of ancioedema and its etiology . 
Laryngoscope, October 2001, 111(10), 1729-1731. (See Exhibit 3). The authors 
review the literature and report three cases of AT2 receptor antagonist-induced 
angioedema, one which required surgical airway intervention. The authors state that 
angioedema is a potentially life-threatening condition commonly associated with ACE 
inhibitor use. They further state that the incidence of AT2 blocker-induced angioedema 
brings into question prior theories on the etiology of angioedema and its pathogenesis. 



Applicants note that angioedema is yet more common with vasopeptidase 
inhibitors. Applicants further point out the potential for vasopeptidase inhibitor-induced 
angioedema is worsened by the combination of a vasopeptidase inhibitor with a beta- 
adrenergic blocking agent. The concomitant use of adrenergic blocking agents with 
vasopeptidase Inhibitors increases the potential for angioedema to occur and the 
likelihood for more severe and intractable angioedema. and decreases the efficacy of 
rescue treatments with adrenergic stimulatory agents. The beta-blocker Ternomin 
(PDR 2001, page 650; attached as Exhibit 4) discloses the precaution that "while taking 
beta blockers, patients with a history of anaphylactic reaction may have a more severe 
reaction and such patients may be unresponsive to the usual doses of epinepherine 
used to treat the allergic reaction." The beta-blocker Indereal (PDR 2001 , page 3379; 
attached as Exhibit 5) carries a similar warning. 

The results of aspirin therapy are well known and documented in Applicants* 
specification. The results of beta-blocker therapy are likewise documented and further 
reflected in Applicants' previous literature submissions. Applicants assert that these 
protective results clearly contrast those that would be anticipated from treating 
individuals with cardiovascular disease with a combination that would place them at risk 
from serious side effects requiring cardiac-stimulatory medications such as 
epinepherine to reverse such side effects. Such a combination would be the 
antithesis of protective. In view of this contradiction, Powell et al. disclosure contains 
only an accidental or unwitting duplication of Applicants' invention and, thus, cannot 
constitute an anticipation. 



Further support for such a conclusion can be found in the fact that Powell et al. 
claim only the combination of a vasopeptidase inhibitor and a single pharmaceutially 
active agent (See Claim 4). Claim 9 further limits the choice to a single agent by using 
alternative claim language. Claims 14 and 16 further limit the combination to a 
vasopeptidase inhibitor and aspirin. 

Powell et al. fail to disclose a combination of anti-adrenergic and anti-platelet 
agents without a vasopeptidase inhibitor. The use of vasopeptidase inhibitors 
increases the risk for a more severe and intractable angioedema for which the usual 
doses of an andrenergic stimulatory agent may be insufficient because of the 
combination of the vasopeptidase inhibitor with an anti-adrenergic agent. It is clear 
from the Powell et al. disclosure and claims and the increased risks associated with 
vasopeptidase inhibitors that the reference to "one or more pharmaceutically active 
agents" in Column 2 is only an accidental or unwitting duplication of Applicants' 
invention and, thus, cannot constitute an anticipation. 

In light of Applicants' amendments and the arguments presented, Applicants 
respectfully submit that the 35 USC §1 02(a) rejection of Claims 1-7, 9-1 1 and 13-17 has 
been successfully traversed. Allowance is therefore requested. 

Applicants believe that all of the pending claims should now be in condition for 
allowance. Early and favorable action is respectfully requested. 
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The Examiner is invited to telephone the undersigned, Applicant's attorney of 
record, to facilitate advancement of the present application. 



Respectfully submitted. 

Dated: JUi^Jo z. Robert R. Deleault, Reg. No. 39,165 

Attorney for Applicants 
41 Brook Street 
Manchester, NH 03104 
Tel. (603) 668-1971 



CERTIFICATE OF MAILING 

I hereby certify that this correspondence is being deposited with the United 
States Postal Service with sufficient postage as first class mail in an envelope 
addressed to: Commissioner for Patents, Washington, DC 20231, on: 
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V rsi n with markings t show changes mad 



Claim 1 has been amended as follows: 

1. (Twice Amended) A medicament dosage unit consisting essentially of a beta- 
adrenergic blocker and a platelet inhibitor together in a sinole dosaoe unit quantity 
sufficient to provide a cardiovascular protective dosage . 

Claim 9 has been amended as follows: 

9. (Twice Amended) A method of treating cardiovascular disease said method 
comprising: 

formulating a single dosage unit consisting essentially of a beta-adrenergic 
blocking agent and a platelet inhibitor in a single dosage unit quantity 
sufficient to provide a cardiovascular protective dosage : and 

administering said single dosage unit to a patient. 

Claim 14 has been amended as follows: 

14. (Amended) A method of making a cardiovascular protective dosage unit 
comprising formulating a single dosage unit consisting essentially of a beta- 
adrenergic blocking agent and a platelet inhibitor in a quantity sufficient to orovide 
a cardiovascular protective dosage . 



Claim 16 has been amended as follows: 

16. (Amended) A medicament dosage unit consisting essentially of a beta-adrenergic 
blocker and aspirin combined in a single dosage unit in sufficient quantity to 
provide a cardiovascular protective dosage . 
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1: Int J Cardiol 2082 Nov;86Cl):l 



Omapotrilflt- the story of Overture and Octave, 



Coats A. 

Viscount Royston Professor of Clinical Cardiology, National Heart and Lung 
Institute, Imperial College School of Medicine, at Royal Brompton Hospital, 
Sydney St., SW3 6NP, London, UK 

At the American College of Cardiology in March two major trials were presented. 
The publicity surrounding the two could not have been more different. The LIFE 
demonstrated clear superiority of losartan-based therapy over atenolol -based 
therapy for the treatment of hypertension. It was published the same week in the 
Lancet and received major press coverage all over the world .The OVERTURE 
(Omapatrilat Versus Enolapril Randomized Trial of Utility in Reducing Events) 
study in contrast received a subdued reception, very little publicity and is yet 
to be published. 5770 NYHA class II-IV heart failure patients CLVEF</=30X, 
recent heart failure hospital admission) were rondomised and uptitrated to 
either 10 mg BD of Enolapril or 40 mg once a day Omapatrilat. The primary 
end-point of all cause mortality or heart failure related hospitolisation did 
not differ significantly: 914/2884 for Enolapril and 914/2886 for Omapatrilat 
Chazard ratio 0.94, CI*s 0.86-1.03, P=0.187). Mortality was also similar: 509 
for Enolapril and 477 for Omapatrilat Chazard ratio 0.94, CI*s 0.83-1.07, 
P=0.339). Omapatrilat was as good as Enolapril but not better. The worrying 
trend was however, that angioedema was more common with Omapatrilat; 24 (0.8%) 
versus 14 cases C0-5%).The OCTAVE (Omapatrilat Cardiovascular Treatment 
Assessment Versus Enolapril) study vwas also presented at this time. 25,267 
hypertensives were randomised to Omapatrilat or enolapril and a difference of 
approximately 3 mmHg in favour of Omapatrilat wos seen. Significantly more cases 
of angioedema were seen with Omapatrilat, 274 (2.17%) compared to 86 (0,68%) 
with enolapril. Overall death rates were similar, 0.18% for enolapril and 0.15% 
for Omapatrilat. All adverse events were similar, 51,0% for Omapatrilat and 
50.4% for enolapril. The rates of angioedema were much higher in blacks, 5.54% 
for Ompotrilot and 1.62% for enolapril and for smokers, 3.93% for Omapatrilat 
and 0.81% for enolapril. We were left with a drug that was, for heart failure, 
not superior to on ACE inhibitor already off patent, and, as an 
onti -hypertensive, with on angioedema rote more than double thot of on ACE 
inhibitor in a large head to head comparison. The medical community will be 
watching to make sure these data are published in full in the medical literature 
in 0 timely fashion, in the order of end-points specified in the protocol and 
with appropriate emphasis on the logical points of presentation. 

PMID: 12243845 [PubMed - in process] 
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1: Laryngoscope 2001 Oct; 111(10): 1729-31 

Angloedema associated with angi tensin II receptor antagonists: chollenging our 
knowledg of angioedema and its etiology. 

Chiu AG» Krowiak EJ, Oeeb ZE. 

Department of Otolaryngology— Head and Neck Surgery> The Washington Hospital 
Center and Georgetown University Medical Center, Washington DC» USA. 
Alexchi ull§hotmai I , com 

INTRODUCTION: Use of angiotensin converting enzyme inhibitors has long been 
associated with angioedwwi- Increased levels of bradykinin coused by the 
inhibition of angiotensin converting enzyme hove been thought to be responsible 
for this side effect. Angiotensin II receptor antagonists (AT2 blockers), such 
as losartan potassium (Cozoor; Merck & Co., West Point, PA), are a new class of 
antihypertensives developed in part to eliminate cough and angioedema associated 
with ACE inhibitors. These agents act by selectively binding to angiotensin II 
receptor sites, thereby eliminating the hypertensive effects of angiotensin 
without affecting local and syst«nic bradykinin levels. We present three cases 
of AT2 receptor antagonist -induced angioedema, and examine its significance in 
the treatment of angioedema and its proposed etiology. METHODS: A retrospective 
chart review and review of the literature. RESULTS: Three patients taking the 
AT2 blocker losartan presented with mucosal swelling in the head and neck 
clinically consistent with angioedema. All three patients had prior episodes of 
angioederwi while on losartan. Two patients presented with involvement of the 
anterior tongue and face that resolved within 12 hours of discontinuation of the 
losartan and a course of intravenous steroids. The third patient experienced 
recurring episodes of angioedema that eventually required a tracheotomy for 
airway compromise. After discontinuing the losartan and receiving a course of 
intravenous steroids, the angioedema resolved in 5 days* The patient was 
decannulated 10 days after onset of symptoms. CONCLUSION: Angioedema is a 
potentially life-threatening condition commonly associated with ACE inhibitor 
use. AT2 blockers bind to angiotensin II receptor sites and have no demonstrable 
effect on local or systemic bradykinin levels. We present three cases that 
demonstrate AT2 blocker-induced angioedema. They were all complicated by the 
fact that the inciting agent, losartan, was not discontinued after the initial 
epis de and resulted in recurrent episodes of angioedema, one of which required 
surgical airway intervention. The incidence of AT2 blocker-induced angioedema 
brings into question prior theories on the etiology of angioedema and 
bradykinin 's role in its pathogenesis. 

PMIO: 11801934 [PubMed - indexed for MEDLINE] 
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which can &11ow the withdrawal of cbnidina. If the two 
drugs M ooadmmiBtered* the beta blocker shouU be with- 
dmwo aevaml iMft beftre tlu: g^r^ua) wiUidniwa) ufdon)- 
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dins. If replacing ciooidine br beta-Uocker tharapj^ the te' 
tmducticm of bi^ bkickna ehoold bo dalaywl &r anvil 

Cantltt should be eKwdaad With TfiNOBMIN LV. I^lettkn 
whan given in doaa proddmily with drti^ that may alis 
have a daprataant eflhct q& myocaidia) ^outractiHity. On tsai' 
oocatdona, concomitant oae of intra vonous beta blockenaoi 
intravnoons verapamil has reauhed in serious advene rBa^' 
tiona, eapedally in patt^ita with aervera eardlomy<^ad9 
confeetive heart Ibilure. or feoent myocardial infiuMtion. ■ 
Concomitant use of prostagUndin synthase inhlbitint 
drugs, e.g., indomethacin, mj^ dao^nio the hypotmiahreet 
fittts of beftft-blodkers. 

Inftmatiftn on uomiuinml qMgn of ittaxu^ol eikI aspuio n 
bmitad. Data from several i±a&m, tt^ TIMf-tl, ISIS*2, em^ 
rontly do not suggest any intnrection between aa^ 

and beta Moekere in the. acute myocardia] ' 



While taking beta blockers* patients with a faiatoiy of aaa- 
pbylavtk Tvacticii to a variety of aUerg«» may have a ttdri 
sevaro reaction on repeated chaUenga, either anridfflftfftl, 
agnoetif orihstrtpeutic. 8ueh patients may be unreapootivt 
to the usual doees of ^nneidirlne used to treat the anergk 
reaction. 

U;nrclno9anaalB, Mutagenaala* impairmeni of Fartnur* 
IWo long-tann (maximum doaing dnraction of 18 or i4 
months) rat studies and one loag-tarm ( m a wim um dorag 
duretion of 18 months) numse stedy, eadi em^iqHng doie 
leveb aa High as d(X) mg/kgi^day or Uio times the 
nomamuM. human antihypertenalve dose * did not indU 
cate a cBzdnogsnie potentifll of atanoloL A third (24 month) 
rat stadyi employing doaes of 600 and 1,500 mg/kgMaQrCStSO 
and 750 tinyw the mftfinntitt racommended human aiitibr, 
penensive doae*) resulted in fak£x«aaod inddanoas of beidga 
adrenal medullary tumors in midee and toalaa, fluumaaiy 
fltnoftdenomas in feinale*^ and anterior p&tnitazy f*H^«Tnft« 
and thynM paraWHr^lar cdl caicinoniM in mnlaa. No en* 
dspceofamutftgflntepmiftnHalofataooMww^ncp^roiidin 
the dominant lethal tast (ninuan)^ in vivo cyt i ^g anotici test 
(Ohinsae haajtar) or Am^s t^i {$ ). 
Fertility d male or &male iratt (waluated at dose Wvols as 
high 08 200 mgltg/day or 100 timai the maiimum reeom- 
mended human doae*) wa« nnefEsctad by otendlol adminb- 
tratinn. 

Animal ToKiooiogy; Chronic studies employing ortd 
atem^ perfivmed in animals have revnalid the ooeumoa 
of vacmtiation of epithelial enUa of Bnmner's glands in tbs 
duodenum of both m»iA ud female do^ at all tested dose 
levels atesoldl (stariuig ai 15 mcft^^day or 7.6 times the 
maiimum recommended bnman antibypertensive doss*) 
■nd increased incidence of atziol dcgonaration of heavts of 
mala rats at 300 but not ISO rag atenolol/kg^dj^ (1$0 and 75 
times the mo:Dmum recommended human antihypertonsivs 
doee * reepectrv^y). 

*Ba8ed on the marimnm dosa of 100 mg^day in a SO kg ^- 
tisnt. 

Uaefa In PTa gnana y Prvgnnnqr Cnn^ory D: See WABN> 
INGS-P^agnancy and Fetal lojury. 
Nuting Motbam: Atenolol is excreted in human breast 
milk at a ratio of 1.5 to 6.8 when compared to tfae.ttitioeo* 
tretion tn plasma. Caution should be exerdsod wbeo 
TENORhQN is administered to a naning womaoL Clinicslly 
ftignjtfteant bradb^c&nha has been reported in breast ibd b- 
fbnts. Premature inftnta, or inianta with impaired renal 
ftiRction, may be more Ukely to derak^ entvorse eifects. 
^diotrto Uett Sofftty and offectiveoeBs in pediatric ^ 
tients have not been mt.ahllshed, 

ADVEBSE BEACnONB 
Most adrerao c&cta have been mild and trantiant 
Tht frsquency estimates in the Allowing teble were dezived 
fitom controlled studies in bypoTtexunve patients in whtdb 
adverse reactions were oitiwr volunteered by the patiaot 
(US studies) or elidted, eg» by cbeckhst (fimign stodM. 
The reported fir«quency of alicited adverse effMta Was 
higher tor both TENOlUdtN and plaoebo-treated patients 
than when these reactions were vohmteered. Where ftfr 
qiDCQcy of adveree eflbeta of TEKomyRN and placebo Is aim^ 
iW, cavsal relationahlp to TBKORMIN is nnf^^^u 
(See table at left] 

Actitt Myoeardtal inrtrothm: In a serlea of invvstigitioBS 
in the treatment of acute myocardial |n£irdion, bradycardia 
and hypotenvoo occurred more commonly, as expected te 
any beta blocker, in atenolol-treated patients than in control 
patients. However, these usually responded to atropifie 
and/or to withholding Anther dosage of atenolol. Tb» mc^ 
dsnoe of heart fbihrn was not'increasod by atenbloL UubH^ 
plE agents ware Inf^equanily oeod. The reported ftequepo: 
of these and other events oeenirfng during these investigt- 
tioas is given in the fltDowing table. 
In a study of 477 patients, the fottowing adverse events 
ware reported during either intravenous and/or ottl 
atenolol adsftinistratlon: 
tSee flrtt table ai top of neit page] 
to the subsequent Infiejtiationa] Study ef Inihittft SurHtal 
(ISI9-1) including erer 16,000 patients of whom 8,037 wen 
rnndoraixad to receive TGNOBMIN treatment, the dosa^Bdf 
intrawoous and fluhseouant oral TEKORMTN wan either 
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^"^j^ rtryb i ta atinal: Mesenteric nri 

Etythematous rnih. 
ialliii amis' There have be 
/ dry eyes osaociated with 
4fg g drugs. The reported inci 
, Sfe^Ttbe symptoms have cle« 
jA^mrtL. Oiscmtinuance of t 
i siradtf uy aucb reaetkm is no* 
^^ta should be dosely numitx 
: iharapy.(SEEPOBAG£ANDA 
Sbaneuloznuoocatannonsiyndre 
\ btoekar pomclolol baa notbesA i 
\ l^rtbermore, a number of pa 
^ ^-nstmted established prac 
i to TENORMIN tteapy 
B of the 1 ' 
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I surviving acute dosoi aa 
I'iik a man who mny b 

predominant eymptt 

IORMIN oveidoae are leth 

tefa, wheeling, Sinn* pause a) 
;Wnmon eSect* associated wi 
idtovwvic blocking agent and 
' ^TENORMIN overdose Bre a 
^^noo, fanmcbDepasm ondAyr 
(toatment of overdose should 
' unaheoibed drug by indw 
jinlstrfttkm of aiitivated d 
lOved ftom the general t 
treatment mooalitive v- 
V diseretioB and may ini 
fCARDIA: Atropine bl 
to vagal Uocknde. ghr 
cases, a transvenm 

. «»^rBLOCK (SECOND C 
L tirenol or transvenous cardia 
t dupUC FADUURE: Digitalj 
I r<&aret»c Glucagon has beer 
i HYPCrTBNSlON; Vksopmac 
ndnflphrine 

(levajterenol), 

I twuoualy. 

% B^NCHOdPASM: Abetas e 
I V tei^butaUne and^r aminop 
RFOGl^CEMXA: Intrevem 
bdied on the eevority of wjt 
mn intsniovA nnppurt can 
tui and mptrmcTy wpport 

I jpOfiAGK AND ADMINIST 
Iwy p n rta i rt on: The initial ■ 
} IdMn as OBO tafatet a day el' 
llhkrapy. Ttie ftdl effbct of t 
[ Mtbin one to two week*. : 
g^imd, 4he dosage sboob 
ittdO mg g&vdn OS ODO tablet I 
f 9«nd 100 mg a day is unlike 
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ahe agenta in^ 
praxosin, and i 
- Thaimtii 



t^givan aa one tablet a day. 
IMbsrved within eee ^r«ek, t 
I8BN0RMIN 100 mg given 
I may reituir t a d oe age 

Imnv control w 
rgtrii^teM larger^ 
ttP.maiimuDm ^fect. *hI 
oaenrewlthd 

the ofi^ at 24 hour 
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of bettt^raoBptof ^^Ritt and itv • i Wntn era bv ivvoiBud by 
iidciluifitnUtiB of Midi Afbtttft, dDbdtszDiiM.Qr iooprats* 

MVQTB hjpoteft^&B. D ifflttilty TA rtartin g and m^httiiiiifiig 
UwhaartbestliuftkabMnzvpeTtvdwiSilMiA - 



Beta-«ibrettatg(i! WoirkaAi mtiy prevent ilM apps^^mocv «f 
tariaan ptvnmiitaiT eigns and «jin|»tomt (pdi9 ntto^juid 
pMMvr? dia&giv) of scota Yiffo^yetBo^ ia Ufallo twm'Hn . 
d^Cnudvixt diateift. 1b tItfiM pMtanlv, it i&aiy ba.mova dlffl- 
«vdl to a^foat tha doaa^ of laniBa. tkfjMf^M c attatka 
ttuly bft BcconqtaBiad bj a p^adpitooa alavattoD ef bload 
ptwsOn m p at te it a an prapiafloid. 
PkqffBBfllal chen^, pvftvcnlaily in mfltnts and dkxJdiwit; 
diafafitk or nat^ b«i hmn aaBodated with bypagtyoantia «v- 
paalaUy dtiHnf ^H***7I v in.pf^Mraildn fbr,vfiivBn& ^Sjpo- 
#yaania alio faae baen ftimd aftar ^ ^pa of dnv tisarapy 
attd .pnknBad pbpksH anrtlaB actd haa occmrad in naal 
iAaoffidcDcy* both during dia}yki» and aporadieaUy. In au^ 
j^lagnpnf 



Bala Uookada mny maak oertaiB eUnieal aigna of tgrperthy^ 
l ohttiitn i Thanfiuai abiusA withdrawal af lut^pnuralol ntay 
b« &Uowad by anaiaoaHbaiiqa gf aysyitemfl of Kypm^qfiin* 
dlim^ inchiding thyroid atorm. PmprmolcJ may cfaanfft tby» 
nM-Ainatiaii tnals, ineraasing T« and ftovoraa and^.da- 
oHinngTy. 

fat PMlanta WWi Watff < N* Uii«w»>Whtta tyndroma, lavarR] 

^aata ha^ been npdfttid in whteh. afttt. r*T*f wfVl- ifeff 
tadKycaxdia.^aa fa|da^ by a mara h r ad y cardU rBq^ring 
a damond pacamakar. In ana caae this natilted aftar an in- 
itial doae of 6 atg propranobd. 

FBBCAtrnOWB 



Prapranalal •btmU be naad with eatxti«n ia ptflieati with 
impaJM hapatiie or ratal fbneiiim. Ifidaeral if not indi^^ 
fof the tMaftmaot of hypaftenaiva aDomiandaa. • ■ 
Dta-adituoftwptor blodcade tan eauaa reductfen of iKtr*^ 
Miil*y pi W »UiU > mienta abottM ba to^ that Indartl niay 
jttbaHWy^ with the gianaottA wn^eiiing teaL TOhdnrtnl 
may load to a ntom of tereaaad intraeenlar pro aiiu ' * ;^ 
JftUik cf anaphyioBtle reatlipn. Whila taUng bola blodCBn^ 
ptUauta witti a htMnty of aavm anaphylaftfe r a a et k n to 
vsHrty of aUargma ou^ bo mert nactiv*^ tapeatad <^ 
tonga, aithtr acridwitfil. diftgnnatlft, gar thinipeptic. Sneh pa- 
tjcetamy bannnapauifatDtbaajrattldoaOaofa^ | 



ton 

f «* 



riaatkanitotnaialieigkraaetlott: 
^^SabM Uborwtorr 1^ 



QavaAcd Uood uim Ivvato in patkttta with aavaia baazt dia- 




PottontB raoaivlng 



reaaipina dumld ba dqaahr 
tsnd. Ilka addad aatatduumine-blodditg aetl«i may 



druga ancfa aa 
ia adnuni^ 



(tttoe an uuieialva VidactiDn of noting ^yB^athatte narvoos 
activity, whi£b nl^ reaoH in hypotdutcoL, aazlad brs^l^^ 
dia, vertitQ^ vynvopal attaefca, or orthostatic hypotenakm. 
CaotbQ ttodid ba eaardaad mban pattanta reoeMng a beta 
Uoekar om f**""Wf *^rH a ealdiiia'<lksna0i Moddng drag; 
eqMeially intrnvanam vanpamSlf for bafth agonta say do- 
pvaaa myocardial eontractality or atrtoTantriciUar conduo- 
tbit Od Twn oomitrma, thn anon&itant intrairttnoua nae of 
i bata Uockar and verapamU baa reroltBd in aarboi ad- 
laadiona^ aapaciattyin patiaate with Mvci^ oazdioniy: 
oparthyi co ng eat i v o beaxt ^lihire or Tooent nq^ocaxdial influx. 
tioUk 

Bhmting of ^ antilvpoftanatvo efibd vf beta^adranooepitor 
Moddng, agmta by nonateroidal anti^inflomniatoiy dmga 
haa baan laportad* 

)^]fpirtinM4m and cardiac arrtrt bava been fepo^^ 
flonnnrt i liaa t ooe of propranokl aod hidopandoL 
AiuMii uM hy draxidi id fraatly raduoea intestinal abaorp- 
ttop^ tMpKteeloL 

Stkamot Blow* ilia rate of abaorptSaa otproprandoL 
Ptmitytoin, pheiwbartitone, and rifiunpin aooalBrata pr^ 
jffiniriol daaratt(4L 

CMiirpTcmatttie, -wfian oaed eonaotaitaixtty with pn^vatu^ 
IslmululniDfcnaBadpkamaliNrfbofbotbdrnflfe. . 
Afcl^pyHna and iidoeofhtf bava rodqced dearanoe w^ 
eoBcomitatttlj with proprandoL . 
TVnziria may laaut in a loarar 4uua eKpected T« omcan* 
ti^tion when oaad ooncondtan^ with pTopranoIol, 
Ciwmidint- decfttaaaa tba hepatic matabalxam of propran^ 
H dalaying eUminalioo and inowudng Uood lavela. 
T^a^^/Ziaa dairaooe ia radueed whan naad oonoofflHao^ 
with prapfBBolo)* 

Caf dii mi awaala, Mrtaga na al a, t m pat r mam of PartWty 

Id dietary adminiatmtian atudtoa in which miea and twm 
mn treated with praprau^l for to 18 monthe aidoaaa 
flf np to Ifto xag^dan there waa no avidenoa of -dntr 
lalatad tum o rlgaa a ai a. In a attady In wbic^ both, mala and 
CiqMle rata ware aipeaad to pr^ranolol in thair dieta at 




fan to rata by gavaga.or in the 
diet ifaronghottt pc^^B^ ^ At.doMe of 150 

mgfkgfdajt (> IP ^a nxwrft^t^tti tadomiMDdad |^nman 
daibdbeeqfpropjnnQiolon ai h o ^ ■^ •jiM bnaia), bet not at 
doaaa of 80 mg^d^, tnafcmant .ww ■wii fijBl n\i\i an^ 
biyotBiidty (rednttd Uttnr aiia.and jncniaaad reaantian 
Bitea) aa w^ aa naonatal tondty (daatliaT. ft o p ir aa o k l abo 
was adminiatond tin the M) to rabbita'(thMiit|hotxt prtr 
naney..and lactation} at doaea aa Uab aa tfio ntg/kg^dbiy V 
IG tiioaa the maamum immniaaaad bman deoa). 
No avidanca of andByo or iwwiaBii toxkllj wao notacL', 
tb«^ ata no adaqaata and wdlsiODtnM a^udiaa inpiair 
ttantwannn. l u ii mutari na grgwA w ta Y di rt aoii^haO bean vt^' 
ported in naonataa whaaa n^d ha wi laoaivad prapannoloi dnxy' 
ing pregnane 'Naanataa wfaoaa notboi-ira noatvlng pff> 
pnnokl at . pa/tarition have, adiibitad, bradyciHrdia, 
h yp og HyoM nl a'and n^dratoiy dflpraa4on.^Adio»nta ftcfii- 
t^ &r monitoring theae tnfltn*f ** bfarti^ ahotw.ba anvil^ 
able. Inderal ahoold be uaad during pngnancy ooly if the 
prtaatua benefit Justiflae the p(itantialriikio~tfab-fi^ '/ 
Wufaini M Ditf iai a ■ 

Inderal ia ai eiata d in hmim. mnk. CanttoB ah flHM ba lotar* 
cued ^i^han b^dainal ia aduiimatelad to a nmviBg'WttBan^ ■* 
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H9gh aarum pfopratt^oS lOMda have boau notad.to patlanta 
with tNiwn^ ayudruina (trtaomy 31), niggaating ttiat tha falo- 
BTailftMUty of propranolol may ba inciftatad patianta 
with tfaia pftfiditirth ' ,•*.,':'■■'■.'.,-> 
Bvahtatiqn of tha elfeeta of prepranoloAid ^ediatrk^phtiak^ 
rebfth^ to tt» dmg% eflteacy and aaMy, hD«kOt bean el ^ 
t oHiatl paUy perftnttad aa In adulte. tsfomation ia Sf allaUa 
in tha macfaallitwatBfate allow ( t uiWlma teatand'apeeigt 
doaing iiafimnatioBL has baoD fawaanal^y rtodiad. . 
C aj f dJo » a at u lar disteaea that aito eommon to adotta and 
ehxldrfo aro jnnsrality aa iw^noaivv to praprattdol tttfic^ 
▼antion to diudiVB aa thay «v« in ndidta. 
Adveraa Tvactionfl are also aiadlar hr azaixnstifi, UvBfihfK 
tpaaai and oot^gBatiVB heart li^iltva i^ated to pnqmnald 
thata^Q^ hnfe beoi repo rta d in padUrttie pdfienta and ooa^- 
the'ftamtf ffieehanicd)0 aa imwionaty dMeited in 

Tht nonneit edtoeafdiogram 0*6)Taa throng a aeriaa of 
ehangaa aa the heart materea daring growth, and develflpb 
VMA in pediAtrie patient*.. SSkohld ecfaottxdtQgrapt^ ba 
need to mealtflr propraoold tfaonpy in pediatric patianta, 
tha agMtatfid thaiitoe zn tha edmoardidfram need to ba 
bene in nxind^' ..'x^-i 



Clinical atiidia* of propranolol did not Indnda aollld^ni 
nu&berl of atifeBadii eiged 6fi had orer to datarnuna wtiethn* 
they reapend diffaNmtty flmn yonztgor Pi t | 5^ tf t i . Otber ra^ 
parted dtnkal a iy aa Um ca haa not jdwitffbwT diffMwea id 
raeponaaa between tho^derty ted yo mgerpak hta, fa leen- 
M, ddw atiaetlen fiir a^ aldarty patieDA Abnld ba eaotioas,' 
oaoaQy ataiting aft tha low end of the doalBg raag^/roftac^ 
his the greater fra<{aed^ of tba decreaied iMpiiliep tinil t^ 
oazdiae IVmetko, a«i of emtomitant Aa^ ttr olSar dSr^ 
therapy J i'.;" , 

ADVEBSBBBACTtONB ^' ■ " v " * • 
iioat lulva i ae e tt h eu have been Mflri and tr dnaiiflt tod have 
rax^y raqmrad the withdbrwal of tfair^ 
CardtoMaauttft Di a dvmrd iai cengeatiaa heart fcdho^ 
imamMtkm of AV Uoek; bypotannoB; piw»"fc>>*«*f of bandai 
thznmboortmieBle ptarptn; artniiil inauficien^, nauafljof 
tlw Raynaud type. 

Gantral Natnoua SihPtam; U^headMiiAaBl'-didntal 
praMoa xnaniMad by inapmnia, IMtttde^ waakiiMa, ft. 
tttii^ Imraibla maBtal depraaaton prograaaing to itttato* 
ttia; viaoal diatnrbeneee: haUodnationai vivid dfeaiha» an 
acnta ^pveralble ayndmme dianeterfzBd by d iauiiautatiw 
(br time and tOaea, iWt4«nB memory laaa, emotio&a] 
f^, alightly detided aanaorinm^ and de cfeaa e d partanahoe 
on nenropeyehomatrlca. Tbtal dally deaea abofc^460 mg 
(when adminlatafttd a* dMded doBM of fnattar ttuuD 80 ag 
aach) may ba aaaoaatod irith an Inerea^ inddenca of Ih- 
tigna, lethargy^ and vHid diwma. 
Oaatrolmaafinar: Knqiea* vomiting, api^aatiie distreafc, 
abdominAlerttnipiiig,dianhea. eonatipation. meaenteite a^ 
tarial thromboaiai iacheadft eeVtlt. 
AHatflle: niaiynglt^ ajgtd agranuloeytoaia, aiythem^tonfl 
raah, ^v«r oomhiMd with aching and sore thn^ laryngp- 
■pBtm, and iwplrfttory diatnae. 
KavplfvtDfy] Broqchoapaam* 

Hamatoloflio: AgrBnuloctytoftia^ ! ??r %TOipbocyt<!lt>f*tit*^ pm^ 

pun, t hfftmb ii fytupa nic pmpum> 

Autolmmima. lo extrem^ rara bsatanoeat ayatoniiG lupva 

vfTttkenataana baa been repaitaii 

Mlicanertaoua; Alopeda. LB-lQca roacttona, peoriaaiAcra 

mbe a, dbf y eyaa, male tmpotenca, and Pttyxoale^ dzaeaaa 

have been rapcrted renly. OmlamnooeiitaneoQ* reaEtiaaa 

involving 4ia likint sarooa ttembnoiae and oo^Jnefitifaa 

parted tor a faata blote (practbfal) hxva not been ataoi^ 

aidd with propranokl ■ 



n gpar ja^ lni 
be jrt^pd^icd* lha ntaa nilad 
^rtrtwa tvh gfaen ddadga tg 
ft(w daya ta atvteiLwaakft; . 

White twrea-^dtr^Qi^^ * 
dnctifln in. Uood. praaaur*: 
tienta^ aapeeialjb^ whan kwi 
enea AMi^liat idea in bhml 
Iftbettr aeithad httmLllit 
iof Mood pi 'o uBui a nao t 



fluw^bont ttie di^ flflotvt 
or v^ima^^SBlfy Aerapy soa 
AliQbia Notovfa-M^ Bi 
Tbtal dal^ doaea of 80 ttg 
onOly, twiao a dh^ tii 
h«v*.be«a aboirti to increoi 
^'jg ehd tate jha iagBa iii t& 
ooBtinuHt raduLB'^ 



-itf«ifto^j 

flnv tfnfrali and af bedtltt^. 



180 mg to Mp mgpo^digr is 
ta^tttam waa, wed-in the 8 
•Jul a n,^-^ , ragtman.U )ht 
thafg 'taai' revadi^te baina ' 
bXdj«ghBen m;'CUKIC 
liffliiitumiaai add eaiirty rf( 
BBg fikr pfataulion cardiac 
H a hed i Vin^wjfwtt ^oi 
ticvaly tn^d ooaSatlng diaaai 
t^tm (aae abo^). 

Tbaioiiia^orB] doiie UdO^ 
tb* nanal eilbctive doaa'aani 
Iba doaagemay balnrraaia* 
migraine prufd^leidi.; If a i 
tained wtthtB fiwr to aht 
doBOt todflgnl ^tha intp y ehooU 
viaahle^ wjdtdraia. tha drai 
erali 



the iBitUJ doa««i*ia-4&r]dg 
w d n et to fl afaaaaBttJtrtMflr 
of l20*B^I»ar dQ> Oef^OB 
teiniatB^ 240 t» 880 *ig ) 
Hyp^^oipMa Aibnoftf^ ttaa 
'ftw timaa da0yi beiUnt'tteU 
ht8nrttf om n< t y toa i tfXJ^iii) 



vtdad doaaa* fltr three di^' I 
with an alphtf^drenAgfacblQ 



tndaral ijuBoi racoBimwndad : 
age for ti^atfaig fayperteni&i 
beginning with a LO aag paf 
ago ragfanen <La^ 0 Ji aig per 
Tha nai^l pediatric dofiga 11 
day in two eqnhlly £inddl.ds 

a^agp«hgba4.xA^ 

(lacommsnded) fl******^ pre 
ela iD a tlurepeotiomii Bii 
other hasid, padiabdodoaa c 
aorfhea ai«a imM raoommeni 
levala above tbe mean adolt t 
10 ing per bg per day ahoub 
ttasta. If treatment with 
gradoally daqfwatng doa«.|tl 
riod i| nennanry 



Piataotanl drag prodoela ah 
partkakta matter and diaei 
tioni whanavar ai^iitlfln and t 



uihythndaa or thoaa oocu^ria 
doaft ia ftmn 1 mg to 9 mg aA 
itoilngi e^'f flla dUwaiUi ogrn 
lha rate of adnrin i rt rattott d 
per minute to *iH » rri niffh tbe 
preaam.and oaoatog wdli 
f bouU ba alkiwad to tha dr 
99m whaB'a ikav drcnlatto 
ood doae may be gfven after i 
tionil.dnig &ould tait ba givt 
ditteia) Inderal ahotddnot ba 
atidn ^.rate andAir rhythaftii 
Thmsference to etal tharapy • 
eilde. k 



